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Abstract of WO 0172305 (A1) 

The invention relates to medicine, in particular to medicaments influencing an immune 
system and to the pharmaceutical production of said medicaments. The aim of the 
invention is to develop a medicinal preparation of sodium salt 5-amino-2,3- 
dihydrophthalazine-1 ,4-dione, possessing immuno-modulating, anti-inflammatory and 
antioxidant properties. The inventive medicament is produced from 3-nitro-phalic 
anhydride by means of a successive abstraction of an intermediate and a desired 
product: at the beginning it is 5-nitro-2,3-dihydrophthalazine-1 ,4-dione and afterwards 
5-amino-2,3- dihydrophthalazine-1 ,4-dione; the desired product is obtained by an 
interaction thereof with sodium hydroxide. The inventive method makes it possible to 
produce the medicament possessing a high pharmacological activity. Examples of the 
use of said medicament are also disclosed. 
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M3o6peTeHHe othochtca k MCiwimHe, a hmchho k neKapcTBeHHbiM 
npeiiaparaM, B03,neHCTByiowHM Ha HMMyHHyio cHcreMy, h k xhmhko- 
qjap.viaueBTi-mecKOMy npoH3BO^CTBy tskhx npenaparoB. 

CymHOCTs n3o6peT€HH5i coctoht b pa3pa6oTKe jieKapcTBeHHoro 
npenapaTa HarpHeBOH cojih 5-aMHHo-2,3-flHrHflpo$Tajia3HH-l,4-flnoH, 
oG;ia/iaK)mero HMMyHOMO^yjiHpyromHMH, a TaKwe npoTHBOBOcnanHTejibHbiMH 

H a HTH 0 ICCHflaHTH blMM CB0fiCTB3MH. 

3tot jieKapcTBeHHbiB npenapar nanynaiOT H3 3-HHTpocpTajieBoro 
aiinv-tpima nyreM ocyiuecTaneHHa nocne^oBaTe^bHOCTH BbiflejieHHfl 
ripo.MOKVTOHHbix h uejieBoro npoayrroB: BHanajie 5-HHTpo-2,3- 
;:iiii H/ipo4)Tana3MHa-l,4-flHOHa, a 3aTeM 5-aMHHo-2,3-Anrnflpo<pTajia3HHa-l ,4- 
;tnona, B3anMOAeficTBHeM KOToporo c rHflpooKcnaoM H3Tpnn nojiynaiOT 
ucnenoH npcayicr. 

IJpeziflOMceHHbiB cnoco6 o6ecneMHBaeT nojiyneHHe JieKapcTBeHHoro 
ripenapaTa o6jiaaaK)mero.BbicoKofi (jrapMaKOJiornHecicofi aKTHBHOcrbio. 

ripHBe^eHbi npHviepbi Hcno/ib30BaHHH 3Toro npenapaTa. 
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JIEKAPCTBEHHLIH IXPEITAPAT 

h cnocoB Ero nojryHEHHfl 



OBJIACTb TEXHHKH 
npe^noiiaraeMoe H3o6pereHHe othochtch k uewwm, a hmchho, 
k ji e k ap CTBe h h u m npenapaxaM, wnrtcwow* Ha HMMyHHyio cncxeMy, h k 
npoHSBOflCTBy xaKHX npenapaTOB. 

nPEZHHECTByiOmHH YPOBEHB TEXHHKH 
5 MsBecxeH jieKapcxBeHHMfi npenapax «HaxpH* 

HyueHax^Hnp-cni cut HyioieHHOBOfi khoioxh, *b«hcs npenapaxoM 
HMMVHOJiorHMecKoro flencxBHJi, 

npOHIWIOUll C<,60„ tad HJ1H <a«l. JKCJlTOBBTfalfi, aerKO paCTBOpHMHH 

B qqag c oepaaoaaHHeM onanecoHpywrnHX pactBopoB nopomcc otawmiiS 

10 CKiCOSHOCTbK) CTHMynnpOBBTb MHrpBUHK. H KOOIiepaUHK, T- H B- 
.,K«4>OUHTOB, nOBbllUBTB ^m^P^ BKTHBHOCTb MGKpCWjiarOB H 
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BKXHBHOCXb ^KTOpOB pe3HCXe„XHOCXK (CM., BUpHMV 

M.fl.Mau.KOBCKHfi «JleKapcxaeH„ H e cpeacxaa*, Haa. «Me«a«HHa», MocxBa, 

1985 : t. 2,c. 172). 

Oahbxo „H„eaH P o B a„He axoro npenapaxa >«« 6oae3HeH„B,e 
5 omymsHHfl, axo npoBOMHx k hbo6xoahmocxh BBftaaHHa nauaeHxaM 
ofieJoonHBaioiUHX cpejicxB. 

HaHtoee 6jih3khm aHaaoroM-npoxoxanoM aaaaa™ npaMeHaeMwfl a 
kbmcctbc m MMyHOMOAyBBtopa h o6aa»aK,mHii xaxace 

JipdfHBOBOCnaJlHTCJltHblMH H SHTHOKCHaaHTHblMH CBOifcXBBMH 

10 «. K a P CTBe„ HUB npe„apaT2-aMH„c-l,2,3,4--Tpar„ fl po*TaaaaHH- 1 ,4- fl HoH 
„ aTp „ M o« cona Aaraapax (cm., aanpauep, naxeax PC N 21 U3222 c 
npaopHTCTOM ox 30.09.97,, MDK: A 61 K 31/04, A 61 K 31/13), 
npeACxaaAaK.waa C060B »™««m* *erKO pacxaopHMB* a boa= 

Kp H CT8J1J1 H H eCKHH DOpOIUOK. 

15 BaeAeHHeaTorceKapcTBeHHOronpenapaTanaMueHtynpacaSoa 



^exoHHoro HMMyHHxexa, nanpHMep npM »— anoKa—sac 



BBeaeHHe 3Toro 
peai<unH 

„„300 5 pa30BaH„H, BM3WBBCX BKXHBHSaUHK, MaKp^OB, H„Xepae«KHHOB H 

Apvrnxocxpo^HB.xeeBKoa.npHBOcna.HxB^B.xnpouecoaxaxox 

HMMVHOMO^BXCP KB HCCKOJIBKO H3C0B «-*—» 
2C „„ O.'.lHOtipeMCHHO y CB»HBaeX MBKpOe.UMaHyK, C«CXe M y KJieXOK. 

3xox npenapax He BBBUaacr aaAepraaeCKHX peaxuaa ■ Apyn* 
„ o6 ohhb,x »B»eHH«, oahbko np H wbw-om AeaeHHH xpoHHiecxHX » 
wyr „x aaooaeaaHaa bo3mo*ho npHBBiKaHHe opraHHSMB naUHema h 
- 2 - 
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cHH/KCHHe pe3yjn>raTHBH0CTH fleftcTBiw npHMenmeMoro jieKapcTBeHHoro 
cpcacTBa, hto TpedyeT 3aMeHbi npenapaTa Ha apyrofi aHajioranHoro fleftcTBHfl, 

HO SOJiee 3<p4>eKTHBHbIH. 

H3BecxeH cnoco6 nojiyneHHa JieKapcTBeHHoro npenapaTa, BKjnonaioiUHH 
5 no.'iyseHHe 3-aMHHO<pTanrH£a3H;*a, KOToptifi noflBepraiOT peaicuHH 
MO.'ieKyjwpHOH neperpynnHpoBKH c nocjieayiomHM B03,aeHCTBHeM 
ni;ipooKCM/ia HaTpna h BbwejieHHeM ueneBoro npoflyioa 2-aMHHo-l, 2,3,4- 
TerparHj],po4>Taiia3HH-l,4~^HOH HaTpHeBaa cojib flHntupaTa (cm., HanpHMep 
narenT PO Jte 2 1 38264 c npHopHTeTOM ot 06.05. 99r., MI1K: A 61 K 3 1/50, C 
10 07 D 237/32, 6kwi. Ha 27 ot 27.09.99r.). 

3tot cnoco6 no3BOJiaeT noBbicHTb buxor npozryKTa h yMeHbioHTb 
orxoAbi npoH3BO>acTBa, OAHaKO ero Hcno;ib30BaHHe orpaHHHeHo nojiyneHHeM 
VKa'janHoro npenapaTa. 

tIaH6ojiee 6jih3khm aHajioroM-npoTOranoM HBJifleTca cnoco6 noJiyneHiw 
15 5-aMHHO-2,3-flHrH^po4)Tajia3HiwHOHa-l,4 (moMHHOJia) (cm., HanpHMep, 
aBiopcKoe cBHaeTCJibCTBo CCCP K° 130903 c npnopHTeTOM OT21.ll.59r., 
6io;i. 16 3a 1960 rop), bkjikweuoihhh BoccTaHOBJieHHe 3-HHTpo(J>TajieBOH 
KHCJiOTui b bobhoh cpeae nwpa3HHrnapaTOM b npHcyrcTBHH cicejieTHoro 
MHKejieBoro KaTanH3aTopa c nocnenyioiuHM ynapHBamieM pacTBopa h ero 
20 iiarpcBanneM npw TeMnepaType 120°C b npHcyrcTBHH rnzipa3HHrHapaTa h 

YKCYCHOH KHCJIOTbl. 

H3BecTHbiH cnoco6 no3BOjmeT nojiywb ueJieBoii npoflyicr b bhjxq 
nopoujKa opaHHceBoro UBeTa, oQjiaaaiomero xopoihhmh jHOMHHecueHTHbiMH 
- 3 - 
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CBoftcTBaMH, cwHaieo ero npHMeHeHHe b KanecTBe jieKapcTBeHHoro npenapaTa 

Hes^i^eicrHBHO. 



PACKPblTHE H30BPETEHHH 
5 B ocHOBy H3o6peTeHHfl «jieKapcTBeHHMH npenapaT» nojioiceHa 3aziaHa 
HafiTH npenapar cxo^Horo c npenapaTOM-aHajioroM aeficTBHa, ho 6ojiee 
scbcjjekTt-iBHoro, HanpHMep ana bo3mo5khoh ero 3aMem>i b onyHae npHBbiicaHHH 
k iie.My opraHH3Ma nauHeHTa. 

B ocHOBy H3o6peTeHHa «cnoco6 noJiyneHiw JieKapcTBeHHoro npenapaTa» 
10 nojioyh-ena 3aaana pa3pa6oTKH npoueflypti, oSecnenHBaiomeH B03M03KH0CTb 
nojiyMeHHH npoaytcra, aBJiKiomeroca aiJxpeKTHBHbiM jieicapcTBeHHbiM 
cpe^cTBOM, o6jia^aioinHM HMMyHOMO^ryxmpyioiuHMH, 

npOTHBOBOCnaJlHTCJlbHUMH H ai ITHO KCHflaHTH HMH CBOHCTBaMH. 

1 5 1 iocxaBJieHHafl 3aaaMa peiuaeTca 3a cneT JieKapcTBeHHoro npenapaTa 
HaipHeBjw cojib 5-aMHHo-2 3 3-/tHrHapo4>Tana3HH-l,4-^HOH, o6jiEwaiowero 

HMMVHOMOflyUHpyiOmHM, npOTHBOBOCnailHTeJlbHblM H aHTHOKCHflaHTHBIM 
CBOHCTBaMH. 

nocraaneHHaa 3a^ana peuiaeTCs 3a cneT Toro, hto b cnoco6e nojiyHemw 
20 HaipweBoft cojih 5-mHm-2,3-mrmpo^Tana3}iH-\A-mom, BKJiioHaiomeM 
BOCCTanoBjieHHe npoAyKTa rHapa3HHi-H,apaTOM b npHcyTCTBHH CKejieraoro 
unKCJieBoro KaTanHsaTopa, BHanaae B3aHMOfleHCTBHeM 3-HHTpocpTajieBoro 
an rHiipnaa c nwpa3HHriMpaTOM b yKcycHOH KHonoTe npn TeMnepaType (90- 
- 4 - 



WO 01/72305 PCT/RU01/00086 

120 f'C no^yHaioTS-HHTpo^^-^Hrimpo^TajiaaHH-l^-flHOH, nocjie 
uoccTaHOBJieHHA KOToporo ra^pa3HHrHzipaTOM b BOflHo-wejiOHHoft cpe^e b 
iipHcyTCTBHH CKejieraoro HHKejieBoro KaxanH3aTopa BbmejwiOT 5-aMHHO-2,3- 
/uirnapocj)TaJia3HH-l,4-aHOH, kotopmh 3aTeM o6pa6an>iBaK)T npH TeMnepaType 
5 (20-80) tJ C rH^pooKCHflOM HaTpHa c ^o6aBjieHHeM HH3uiero cnHpra hjih KeroHa 
is BbLuejiaiOT uejieBOii npozryKT. 

JiymiJHH BAPHAHT OCyiHECTBJIEHHW H30BPETEHK3 
JleKapcTBeHHMfi npenapaT npeacTasjuieT co6oh oejibifi hjih 
10 CBeuiowejiTtiH, nenco pacTBopHMbin b BO^e KpHCTajuiHHecKHH nopouioK. 
JleKapcTBeHHWH npenapaT nojiynaiOT ane,nyiomHM o6pa30M: 
(50-60) r 3-HHTpo4)TajieBoro aHrnnpnaa (C 8 H 3 N0 6 ) CMeuiHBaioT co (120- 
200) mji vK-cycHOH KHCHOTbi (CH3COOH), HarpeBaioT npH nepCMem hbbhhh no 
Te.Mnepaiypbi (90-100)°C h nocxeneHHO (kaiuiflMH) flo6aBJWK)T (15-20) mji 
15 rHApa3HHrHflpaTa (N2H4H2O), noAnepaoiBaa TeMnepaxypy peaKUHOHHOH 
CMecH b npe^ejiax (105-120)°C. Flo OKOHnaHHH ao3hpobkh rawpa3HHrHflpaTa 
peaicuHOHHyio Maccy novoflflt #o KHneHHH h BbwepacHBaioT He MeHee (20-45) 
mhhvt, a 3aTeM 6biCTpo oxjiasmaiOT ao TeMnepaxypw (70-85)°C. 
BbinaBuine b oca^OK KpHCTanjibi nopomxa 5-HHTpo-2,3- 
20 ,unrnApo4)Tajia3HH-l,4-AHOHa (C8H5N3O4) OT<|>HjibTpoBbiBaK>T h npoMbmaioT 

YKCYCHOH KHCJIOTOH C flHCTHJI Jl HpOBaHHOH BOflOH. H3 l})HJIbTpa 

AonojiHHTejibHO BbweJiaioT (5-10) r npoayicTa, cyMMapHbifi bhxor KOToporo 
-•5 - 
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coc-raenaeT (80-85)% b nepecnexe he Maccy Kurroro 3-HHxpo<pxajieBoro 

(40-5-) r 5-HHipo-2,3-flHnwpo4muia3HH-l,4-flHOHaH (10-15) r 
nwpooKCiwa Kajuw (KOH) nepeMeuiHBaiox ao noJiHoro pacxBC-peHH* b (500- 
5 700) mji AHCTHJUiiipoBaHHofl BOflbi. PacTBop Harpesaiox ao (60-75)°C, a aaxeM 
ao5aaiunor (12- 1 5) mji nwpaMHnwpeiB (N 2 H 4 H 2 0) h (2-5) r Kaxajinsaxopa 
Ni-FeiieH. 3xo Bbi3biBaex6y P Hyio peaicuHK) c caMC-pasorpeBOM h BbweneHHeM 
asoxa (N 2 ) h BOflopoaa (H 2 ). 

ripn AocxHxeHHH xeMnepaxypH (85-95)°C peaKUHOHHyio Maccy 
10 oxjiawaaKxr, *o6aBJia* jxHcxHJiJiHpoBaHHyK) Boay. ^epes (20-40) MHHyr b 
pacTBOp nocxeneHHO bhochx eme (2-5) r KaxajiHaaxopa, ne flonycKaa 
KpemepHO 6y P Horo xona peaniHH. Koraa caMO P a3orpeB npeKpaxHTCH, bhocsx 
eme (5-10) r KaxaJtH3axopa. 

nocne aaBepuieHHa peaicuHH pacxBop JjexaHXHpyiox c ocaflKa 
15 k-axajiHsaxopa, (Jmjibxpyiox h Bbwejiaiox b oca^oK 5-aMHHO-2,3- 

^Hr^po^asHH-l^-^HOH (C 8 H 7 N 3 0 2 ) noflKHcnemieM P eaK U HOHHOfi Maccbi 

BOaHMM paCXBOpOM CO^HOH KHC*OTb, (HC1), J1H§0 CMeCBK) COJIflHOH H 
VKCyCHOH KHCJJOX. 

OcaflOK OX^HJIBXpOBblBaiOX, npOMBiBaiOXflHCXHJUIHpOBaHHOH BOflOH H 

20 cymax. 

Buxqa npoflyKxa (82-84)% b nepepacnexe Ha Maccy B3*xoro 5-HHxpo-2,3- 

>in i'M;apo4)xana3MH- 1 ,4-,uHOHa. 

- 6 - 
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Ma saBepuiaramefi cxaaHH (30-40) r 5-aMHHO-2,3-aHrHApo*Tajia3HH-l,4- 
Mioin pacTBopaioT b boahom pacTBope eflKoro Haxpa (NaOH) (10-15 r NaOH 
na 300-500 mji H 2 0) n P H xeMnepaxype pacTBopa(20-80)°C. 3aTeM pacTBop 
4)iwbTpyiar h flooaBJiaiOT b Hero (1500-2000) mji HHsmero cnnpxa (ROH), 
5 HanpHMep HSonponHiioBoro cnnpxa (h30-C 3 H 7 OH), h mppmaaai n P H 
TeMnepaType (20-25)°C b xeneHHe (2-3) Hacos, BBwejwa uejiesoH npcwyxx 
(C 8 H fc N 3 Na02). 

3 A ecb motkho HcnoassoBaxb xaicace flpyrwe HHSiiiHe cnHpxbi hjih KexoH. 
Buxofl uejieBorp npoayKxa (85-90)% b nepecnexe Ha Maccy Bsaxoro 5- 
IC aMnna-2,3-flHrnapo4»Tajia3HHa-l ,4-flHOHa. 

flnn nojryHeHHoro jieKapcxBeHHoro npenapaxa xapaicrepHH h 
HHijjopMaxHBHBi Y<t> cnerrpBi b o6^acxH (220-400) hm, nojryneHHBie b 
KOHueHxpauHH 20 mkt/mji b paaniraux pacxBopHxejwx: none, 0,0 1M 
pacxBope x^opHcxo-BoaopoaHOH khcjiotw, b cnH P Te 95% h b 0,lM pacxBope 
15 ruApooKCHfla Haxpna. 

riPOMblUIJIEHHA* nPHMEHHMOCTb 
npoBenemcue nccjieaoBaHH* noKasanH, hxo BBeaeHHe nanneHxy 
,eKapcxBeHHoro npenapaxa naxpHeBon conn 5-™*»o-2,3-w™^™™™- 
20 i ,4-ahoh n P H enafiofi peaxuHH KJiexoHHoro HMMynnxexa, HanpHMep npn 

lianHHHH 3J10KaHeCTBeHHfalX H0B006 P a30BaHHH, BBBBIBaeT aKXHBHSaUHK, 

MaicpocDaroB, Koxopaa npoaBaaerca buGpocom hmh TNF (4>aKropa Heicpoaa 
onyxonefl), HHxepneHKHHOB h Apyrnx ocxpo^asHBix fenK». OaHoapeMeHHO 
- 7 -- 
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•rajoKe cneuH^HHecKH pearapyiOT Ha bbqjx&hhg storo jieKapcTBeHHoro 
npenapara T-jihm^ouhth. 

TlpH BOcnajiHTejibHbix npoueccax sto jieKapcxBeHHoe cpeacTBO 
-.i jOHpareribHO Ha (4-8) nacoB no^aBJiaeT aKTHBHOCTb MaKpo^aroB, CHHacaa 
5 cooxBercTBeHHO ypoBeHb TNF h ocTpo$a3Hbix 6eJiKOB, hto npHBOflHT k 

Cnia>KHBaHHK) CHMniOMOB HHTOKCHKaUHH. OflHOBpeMeHHO npOHCXOAHT 

aKTHBM3auns cynepoKCHaoo6pa3yioiiieH ^hkuhh h $aromrrapHoil 

aiCTHBHOCTH HeilTpOCpHJlbHblX rpaHyjIOU.HTOB, yCHJIHBaJI 3THM 

MMKpo6HmwHyio cucjeMy KJieTOK h KynHpya BocnajiHTejibHbifi npouecc. 
10 3th pe3yjibTara noflTBepaaieHbi HHCTpyMeHxanbHbiMH jiaSopa-ropHbiMH 
HccneaoaaHMJiMH nauneHTOB nyTeM npoBeaeHH* aHanHsa kpobh npn npoBepne 

H M Nl V H Oil OrH 46C KHX HOKaSaTejieH JieHKOUHTapHOfi H JlHM(J)OUHTapHOH CHCTeM. 

BBeaeHHbiB jieKapcTBeHHbift npenapaT npaKTHnecKH nojiHOCTbio 

BblBOAHTC» H3 OpraHH3Ma naUHCHTa C BMflblXaeMWM B03flyXOM H MOHOH sa 

15 (20-60) MMHyT. Ero npHMeHCHHe b uihpokom flHanaaoHe aosHpoBOK (ot 20 no 
i 500 Mr) He Bbisbisa&T ajuieprnHecKHx petuawfi h apyrax no6oHHbix aBjieHHB 
h no rviexaHHSMy h no s^kthbhoc™ aHajiorHHHo, a b HeKOTopwx cjiynaax 
m*e ocjxpeKTHBHeH HMMyHOMO^yjiaxopa, B bi6paHHoro b KaMecrae npoxoTHna, 
hto no3BOJiaeT BapbwpoBaTb sthmh jieKapcraeHHHMH npenapaTaMH npH 

2C J16H6HHH 3a60^eBaHHft, CBJttaHHHX C HeoSxO^HMOCTblOflJlHTeJIbHOrO 

npHMCHCHHS jieKapcxBeHHbix npenaparoB, HTo6bi H36eacaTb npHBbiKBHHJi k 
hum opraHH3Ma nauHeHTa. 



WO 01/72305 PCT/RUOl/00086 

flaHHUH jieKapcTBeHHwH npenapax Moacex npHMeHaxbca b bhac nopoiuica 
HH'bCKUHHj a Taxjice b Biwe xafijiexoK n P H nepopajibHOM npHeiae. 
B03M03KHOCTL npHMeHeHHM npeAAoaceHHoro jieKapcTBeHHoro npenapaxa 
; ioa'i BepjKAaeTca npaiviepaMM. 
1'ipnMep -Ns 1 . 
5 EojibHEwC, 58jiet. 

06paTHJiacb 02.02.2000 roAa. 3KaJio6w Ha yxoMAaeMOCXb, 
npHCTynoo6pfl3Hbitt, aahxcabho HenpeicpamaiomHHca Kauiejib, 
nepMOAHMecKoe noBtmieHHe xeMnepaxypu. IIpeAnoAaraex, hto 3 to 
ocraTOMHbie wneHM nocjie rpnnna, KoropuM o H a 6oAeAa c 1 5.01 . no 
1027.01 .2000 roaa. 

ripn nocrynjieHHH cy64)e6pHAbHaa xeMnepaxypa, cyxoii KaweAb, 
npocnyujHBaiOTcs xpHnu b Aenoix. 

nposeAeH Kypc JieneHHH jieKapcxBeHHbiM npenapaxoM HaxpneBa* coab 5- 
aM nHO-2 3 3-Anmapo*Tajia3HH-l,4-flHOH (flajiee TaMepHx). 
15 nepBwe n«xb AHea khkhuih TaMepnxa paabBOft aosoh 300 Mr m 2 ma 
boau aa>. HHi.eKUHfl, saxeM npneM axoro AeKapcxeeHHoro npenapaxa 
nepopajibHO b bw* nopounca hah xaOAexoK no 100 Mr 2 paaa.B Ae«b, nepes 
-lac nocne eAW. 

Hepe3 3ah* nocne aanaAa AeneHHJi saMexHO yAyMUiHAOCb o6mee 
20 cocroHHHe nauHeHxa, npaKXHnecKH n P eK P axHAC* Karnes, HO P MaAH30BaAacb 
TeMnepaxyxa. 

Hepes 10 AHefl cocxoaHHe yAOBAexBOpHTCAbHoe. 
- 9 - 
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PrayjiManj JiaoopaxopHwx o6cjieflOBaHHfi nauHeHTa npHBe^eHbi b 
xao/JHue 1 . 

ilpMMep 2. 
BojibHofl H., 68 JieT. 
5 >KaJio6bi . 3aTpy^HeHHoe MoneHcnycicaHHe c HacTHMH no3biBaMH. 
VjibTp03ByKOBoe HCCJie^oBaHHe (Y3H): OTMeneHa ™nepTpo<t>Ha 
upe-AcxaTejibHofi Kane3H. 

AnarH03: a^eHOMa npe^cTaTejiBHOH »cejie3u 2-H CTeneHH. 
IlpoBeaeH Kypc jieneHHa hs 20 h15 HHteicuHH jieKapcTBeHHoro npenapaTa 
10 2-aMHHO-l ,2,3,4-TeTpanwpo$ T ajia3HH-l ,4-ahoh HaTpweBOH cojih wtw?m c 
nepepuBOM Meawy nepsbiMH 20 h nocjieflyrcmHMH 15 hhmkuimmh b 30 
cyi'OK-. Ao3H P OBKa npenapaTa ot 100 no 500 Mr Ha 1-5 mji bowj 

COOTBCTCTBCHHO. 

nocne nepebix 20 w^mm aaenc-Ma hcckojibko yMenbiHHjiacb, cymaKO 
15 nocne sawiiOTHTOibHbix 1 5 Hm.eKU.HH flajibHefiuieH nojioKHTejibnofi 
/ujnaMHKH He oTMeneHO. 

CocroflHHe SojibHoro .HecTa6HJibHO. 

npoBe^HitonojiHHTejibHbiH K ypc HHbeKUHH TaMepHta — . 10 hhoth b 
pa:30B0H jxow 200Mr Ha 2mji Boabi juw Hmeiowtt, e^ecyroHHO no 1 

20 HH'bCKliHH. 

Otmcmcho yjiynuieHHe oomero coctohhhh nauHeHra,- MoneHcnycKaHae 

KopMann30Banocb. 

- 10 - 
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PesyjibTOTO jm6opaTO P Hbix o6cjieflOBaHnn nauneHTa npHBWteHH b 

ra6;uiue 2. 

fipHMep Ka 3. 
BojibHOfi T.,42 rofla. 

PoKHcroe BOcnaneHHe jieeoro npearoieHb*, oxeHHOCTb, oSocxpenne 
ncopnasa, reMneparypa npH nocrynjieHHH - 39,9. 

^0 oGpameHHH nptwnuieHiw ncopnasa KynnpoBanncb ncnojibaoBaHneM 
cooTBeTCTByiomHX Ma3efi. 

npoBCWMO e^ecyxoHHoe nnteunpoBaHHe TawepnTOM b paaoaoH aose 
200 M r ji6KapcTB6HHoro npenapaxa aa 2 mji Boabi jw HHBeKunn. 
Ha 4-h AeHb nocjie Banana otckh h rnnepeMH* npwraeHM 



HCMC3J1H. 



HH-beunpoBaHHe npowneeo eme b Tenenne 5-th *Hen c paaoBoii *«« 
! 00 mp ^KapcxBeHHoro npenapaxa H a 1 Mil boabi hhwotih. 
15 Coctoshhc nauneHTa y.oanexBopHxenbHoe. HaSmomune. cymecxBeHHoe 

YJlVMLUeHUe COCXOflHH* KOttHblX HOKpOBOB JIHUa H P yK. 

llau.eHTy pwoMWOWHO npo^HTb npneM TaMepnxa nepopanbno no 
1-H xaSnexxe (100 Mr), 2-3 pasa b AeHB b xenenne eme (7-lO)-flHen. 
PeayjibTaTW ^opaxopnux vtewm** naunenra npHB^ensi b 

20 raojiHueo. 



TaSjinua 1. 

Pesyjibwru jmGopaxopHbix oScjieaoBanHH nauneHTa C. 
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HanMeHOBaHHe noKa33TejieH ripn noerynjieHHH npH BtmHCKe 

1 2 3 
06luhh aHanH3 kpobh 

feMor.noSHH r/ji 100 147 

5 3pHTpouHTW x 10 12 /ji 3,9 5,0 

LLBer.nOKa3. 0,85 0,9 

JleRKOUHTW x lOVn 4,0 5,5 

303HKO<j)HJIbI % 2,9 3,0 

HeHxpo^HJiw: 

10 . narioHKOJwepHwe % 6,0 6,0 

ceriweHToaflepHue % 69,5 74,0 

riMMcpouHTbi % 20,5 23,0 

[ViOHOUHTbl % 5,5 6,0 

COO MM/nac 5 13,0 

15 BHOXHMHHeCKHH aHaJIH3 KpOBH 

>Ke:ie30 Mr/flji 50,0 51,5 

I'jiiOKOsa MMOJi/j] 4,2 5,3 

MoHCBHHa Mr/flji 19,0 16,5 

Mo L ieBaa KHCJioTa Mr/an 5,3 7,1 

20 AjiboyMHH r/n 37,5 50,0 

Ee;i0K r/n 76,5 71,5 

XoiiecrepwH Mr/an 176,6 154,0 

TpHrawuepHAW wr/wi 212,1 195,0 
- 12 - 
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2 3 



1 

EHJIHpyGHH (oGiuhh) Mr/flJl 



KpeaTBHHH 



Mr/an 



0,35 0,4 
0,6 0,45 



mejiowHa* cpo<paTa3a h/ji 198,0 212,0 

5 KpeaTHHKHHaaa h/ji 32,8 34 '° 
AcnapxaTaMMHOTpaHC- 

4)e P a3a h/ji . 33,0 29,5 
A.'iaHHHaMHHOTpaHC^e- 

paaa. h/ji 85,0 70,7 
10 raMMa-rayraMiunpaHC- 

tpepasa h/* 94,5 93,0 

JlaiaaxaerHflp oreHa3a h/ji 201,0 2 ° 7 ' 5 

Peayjibwru H ccjuw>BaHHH KjieronHoro h ryMopajibnoro 

HMMyHHTeTa 



14m m y h o nio6yjiHH A r/ji 

ViMMyHorjio6yjiHH M r/ji 

M mm y HorjioSyjiHH G r/ji 

T-.nHM(t>OUHThI % 
2C B-JWMlpOUHTbl 

cparouHT03 jiareKca °^ 
TNF 



.2,15 2,20 

2,0 2,21 

11,0 12,4 

52,0 67,0 
18,0 24,5 

60,0 76,2 
15,0 22,5 
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2 3 
26,0 29,5 
21,0 23,5 

Ta6;iHua2. 

5 Pesyji b-raTU jia6opaTOpHUX oGcjieaoBaHHH nauHeiroi H. 
HaHMeHoeaHHe noKaaaTtsnefl n P H nocjie hhwskuhh 
nocTynneHHH 2-aMHHO 5 aMHHO 



06lUHH aHajTH3 KpOBH 



TO reMonio6KH 


r/n 


120 


130 


135 


3pHTpOUMTbJ 


x 10 12 /ji 


5,0 


5,20 


5,25 


l4BeT.noKa3. 




0,9 


0,95 


0,95 


JieHKOUHTbl 


x 10 9 /ji 


6,50 


6,20 


6,21 


30311H0<})HJlbJ 


% 


4,0 


3,80 


3,85 


I5HeRTpo$nJibi: 










najiOHKOJwepHbie % 


6,5 


5,5 


6,0 


cerMCHToaflepHbie % 


60,0 


64,3 


70,0 


jiHMCbOUHTbl 


% 


12,0 


12,5 


14,6 


MoilOUHTbJ 


% 


3,0 


2,5 


2,5 


20^03 


MM/nac 


35 


17,0 


10 



WO 01/72305 

1 

T-xe.Tnepbi 
'i -cynpeccopw 
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EHOXHMHHeCKHH aHajIH3 KpOBM 



DKCJICJO 




116,4 


122,5 


123 


rniOK03a 


mmoji/ji 


5,0 


5,4 


6,0 


5 MoneBHHa 


Mr/qji 


10,1 


16,2 


15,9 


Mo He Baa KHCJiora 


Mr/flu 


2,7 


5,3 


6,3 


AjIbOVMHH 


r/ji 


38,8 


51,6 


60,5 


■BejioK 


r/ji 


71,3 


69,0 


65,5 


XojiecrepHH 


Mr/^n 


204,2 


195,7 


176,4 


TC TpHmHuepunw 


Mf/flJl 


160,1 


135,0 


128,0 


BujiMpySHH (o6uihh) Mr/on 


0,3 


0,52 


0,55 


KpeCtTHHHH 


Mr/flJi 


0,47 


0,38 


0,34 


LUe.no 4 Has ^)0$aT 


aaa h/ji 


212,7 


202,0 


207,2 


15 KpearHHKHHa3a 


h/ji 


34,0 


37,5 


38,5 


A c napxaraM h HOTpaHC- 








4>e F 


>a3a h/ji 


35,5 


29,9 


28,6 


A ;ianH Ha.MHHorpaHC^e- 








F 


>a3a h/ji 


87,7 


. 72,5 


68,2 


20 l~aMM a-rayTaMHJiTpaHC- 








4>epa3a h/ji 


105,5 


97,5 


92,4 


JiaKTa-werimporeHaaa h/ji 


204,7 


210,0 


214,5 
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2 3 4 

Pe3yjibTaTbi ncone,aoBaHHfl xjieTOMHoro h ryMopajibHoro 

HMMyHHTeTa 



1 \ m N i y h om o6yn h h A 


r/ji 


2,07 


2,33 


2,41 


5 Hm MVHorno6yjiHH M 


r/ji 


1,92 


2,07 


2,11 


HMMVHor.no6yjiHH G 


r/ji 


11,1 


12,3 


12,6 


T-jihm4>ouhtw 


% 


54,5 


66,0 


71,6 


B-j7HVl(pOUWTbl 


% 


15,5 


23,8 


29,1 


d)a!0UHT03 jiaTeKca 


% 


44,0 


65,3 


83,0 


10 TNF 




15,5 


20,9 


23,0 


T-xonnepbi 


% 


27,2 


30,7 


32,4 


T-cynpeccopbi 


% 


19,7 


23,5 


24,0 



Ta6jiHua3. 

15 PesyjibTaTbi jia6opaTOpHbix o6cjieflOBaHHfi nauneHTa r. 
HaiiMCHOBaHHe noKasarejieH TIpH nocTyroieHHH npH Burmace 
1 2 3 



OOLHMH aHaJlH3 KpOBH 

2C reMoriio6HH r/jj 

3pHTpOUHTbl X 10 12 /J1 

UBeT.riOKa3. 

JlefiKOUHTbl x 10 9 /ji 



122 
6,2 
0,92 
7,0 



148 
6,9 
0,98 
6,2 
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1 2 3 

303MH0CpHJIU % 4,7 4,0 

HeirrpcxpHJiu: 

nanoMKoaaepHwe % 6,0 5 > 7 

5 cerMeHTMjaepHwe % 62,0 65,5 

J'iUMCpOUHTbl % 19,9 26,3 

Momouhtw % 2,7 2,0 

COS MM/nac 37 16,0 

BHOXHMHHeCKHH aHaJIH3 KpOBH 

10 HCeneso mf/ot 114 » 4 125 ' 5 

fniOK03a mmojt/ji 5 > 4 5 ' 9 

MOMCBHHa Mr/AJi 12 - 9 H ' 9 

MoseBaJi KHCHOTa Mr7,an 3 ,2 4,15 

AiibSyMHH r/ji 46,5 57,1 

15 EenoK r/n 76,2 77,7 

Xo.ecTepMH ur/m 209,0 200,6 

TpHrjiHuepHflH Mr/^Ji 167,0 172,2 

Bwinpy6HH (o6ihhh) Mr/;yi °> 85 °' 65 

KpeaTHHHH MT/jm 0,90 0,85 

20 IUcjicwhiw (poipaTaaa h/ji 209,0 221,0 

KpeaTHHKHWoa h/ji 3 1' 5 37 ' 5 
AcnapraTaMHHOTpaHC- 
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1 2 3 

(J)epa3a h/ji 30,5 27,3 
AfiaH.HHaMHHorpaHc4>e- 

paaa h/ji 80,1 58,5 
5 7 a,v!M a-rjiyTaMHJiTpaHC- 

4>epa3a h/ji 93,1 95,2 

j'IaKTaTaenwporeHa3a h/ji 210,5 229,6 

Pe3ynbTaTw HCCJieflOBaHHfl KjieTOHHoro h ryMopajitHoro 

TQ HMMyHHTeTa 

14MMyHorjio6yjiHH A r/ji 2,20 2,47 

HMMyHorjio6yjiHH M r/ji 1,80 2,31 

HMMVHorjio6yjiHH G r/ji 13,0 13,7 

r-:uiMc|)OUHTbi % 57,7 60,3 

15 B-ilMM(j)OUHTbI % 26 , 2 25 >° 

cParouHTO3 JiaTeKca % 60,6 83,4 

TNF 16,5 24,4 

T-xennepu % 19,0 31,2 

T-cynpeccopu . % 1 8 > 2 20 >! 
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OOPMYJ1A H30EPETEHHfl 

1 . JieKapcTBeHHtjfi npenapax, oSjiaaaioiunii HMMyHOMO^yjinpyiomHMM, a 

TilK/KC npOTHBOBOCnaJlHTeJIbHblMH H aHTHOKCHflaHTHMMH CBOHCTBflMH, 

otJi h hsioluhBcs TeM, hto oh npeflCTaBJiaeT co6oh HaTpHeByio cojii. 5-aMHHo- 

5 2,3-^wrHApo4> Tana3HH " 1 ' 4 " flHOH - 

2. Cnoco6 nojiyHeHHfl jieKapcTBeHHoro npenapaTa HaTpneBOH cojih 5- 

aMHHO^^-flHrHflpO^TajUOHH-l^-flHOH, BKJHOHEUOmHH BOCCTaHOBJieHHe 

npoAVKra rH,apa3HHrH,apaT0M b npHcyTCTBHH CKeneTHoro HHicejieBoro 
KarajiH3aTopa, oxni-maioiuHHCJi TeM, hto BHanajie B3aHMO^eHCTBHeM 3- 

T 0 h nTpo4>TajieBoro aHnwpiwa c rHflpa3HHriwpaTOM b yiccycHOH khcjiotc npn 
TeMneparype (90-120)°C no/iynaiOT 5-HHTpo-2,3-flHnwpo4)Tajia3HH-l,4- 1 aHOH, 
noc-ie BOccTaHOBJiemw Koxoporo rHflpa3HHr*wpaT0M b BOflHO-wejiOHHOH 
cpwe b npucyTCTBHH cKejieraoro HHKejieBoro KaTajiH3aTopa BhiaennKn 5- 
aMHHO-2,3-^Hriwpo^iajia3HH-l,4-flHOH, KOTopufi 3aTeM npH TeMnepaType 

15 (20-80)°C o6pa6aTbiBaioT nwpooKCHflOM mrpm c ^o6aBjieHHeM HH3iuero 
cnnpra hjim KexoHa h BbwejwwT uejieBoii npoayicr. 
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H3MEHEHHAH OOPMYJIA H30BPETEHHH 

[noJiyneHa MeHwyHapcwHhiM 6ropo 25 hk>hh 2001 (25.06.01); nepBOHananBHO 3aHBjjeHHHH 
nyHKT 1 4>opMyjiti H3o6peTeHHH H3M6hchj ocTaBiiiHHca nyHKT <i>opMyjibi H3o6peTeHH« 
ocTaBjieH 6e3 H3MeHeHHH (1 CTpaHHua)] 

OOPMYJIA H30EPETEHHA 

1 .-JlpHMeHeHHe HarpHeBOH cojih 5-aMHHO-2,3-flHrHapo4>Tana3HH 
1,4-ahoh b KanecTBe jieicapcTBeHHoro npenapara, o6jiaaaiomero 
HMMyHOMoayjiHpyiomHMH, a Taicace npoTHBOBOcnajiHTejibHbiMH h 

5 aHTHOKCHaaHTHblMH CBOHCTBBMH. 

2-Cnoco6 nojiyHeHHH JieKapcTBeHHoro npenapara HarpHeBOH 

COJIH 5-aMHHO-2,3-^HrH^po4najia3HH-l,4-flHOH, BKJHOHaK>LUHH 

BoccraHOBJieHne npoayicra rnapa3HHrnapaTOM b npHcyrcTBHH CKenexHoro 
HHKejieBoro KaTanH3aropa, oTjiHHaioiUHHCfl TeM, hto BHanane 

10 B3aHMCweHCTBneM 3-HHTpo4)TaneBoro aHrnapuzia c rnapa3HHrnapaTOM b 
yKcycHOH KHCJiOTe npn TeiunepaType (90-120)°C nonyHaiOT 5-HHTpc~2,3- 
aHrHapo4)Tajia3HH-l,4-^HOH, nocjie bocct3h objich ha KOToporo 
rHflpa3HHraapaTOM b BO.ziHO-me.noH h o h cpeae b npHcyTCTBHH CKeneTHoro 
HHKejieBoro KaTajiH3aTopa BbwejiHiar 5-aMHHo-2,3-^Hrnapo4>Tana3HH-l,4- 

15 ahoh, KOTopbin 3aTeM npH TeMnepaType (20-80)°C o6pa6aTbiBaioT 
nwpooKcnaoM Harpim c ^o6aBJieHHeM HH3uiero cnnpra hjih KeTOHa h 
BbiaejwiOT uejieBOH npoayicT. 
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